Materials and Methods

Measurement of cell viability
Cell viability was assessed by the MTT assay. RAW264.7 cells and BMMCs plated in 96-well plates were treated with several concentrations of isolates for 20 h and 4 h, respectively. Then, MTT (5mg/mL) was added and incubated for an additional 4 h.
The culture medium was discarded, and the formazan blue that formed in the cells was dissolved in DMSO. The optical densities (OD) at 490 nm were measured using a microplate reader. The cytotoxicity of isolates in RAW264.7 cells as shown in Table   1S .
Extraction and isolation
The powdered and dried flowers of I. japonica (8.0 kg) were extracted with 75% ethanol (15 L × 3, 2 h each time) under reflux. The extracts were concentrated to give a residue (600 g), which was suspended in water and partitioned with petroleum ether (PE), EtOAc, and n-BuOH, successively.
The EtOAc-partitioned extract (117 g) was chromatographed on a silica gel column (1.0 kg, 100-200 mesh, 80 × 10 cm), eluted with a gradient solvent system v/v, 4:1, 3 :1, 2:1, 1:1, 1:2, EtOAc, v/v, 19:1, 9 :1, 4:1, MeOH, 3000 mL each) to produce 23 fractions (fractions 1-23). Fraction 8 (2.26 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 2:1, 1200 mL) to produce five fractions (fractions 8.1-8.5). Fraction 8.3 (566.1 mg) was separated by semipreparative HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 9:1, flow rate 3 mL/min) to produce 1 (2.2 mg) and 7 (204.5 mg). Fraction 9 (2.78 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 2:1, 1200 mL) to produce six fractions (fractions 10.1-10.6).
Fraction 9.2 (1.05 g) was separated by semipreparative HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 8:2, flow rate 3 mL/min) to produce 10 (147.5 mg). Fraction 9.5 (213.0 mg) was separated by semipreparative HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 8:2, flow rate 3 mL/min), and then by gel permeation chromatography (GPC) (2 × 50 cm × 2, MeOH, flow rate 3 mL/min) to yield 6 (33.0 mg). Fraction 12 (2.54 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 2:1, 1200 mL) to produce seven fractions (fractions 12.1-12.7). Fractions 12.2 (810.0 mg) and 12.3 (50.0 mg) were recrystallized to give 13 (690.0 mg) and 14 (10.5 mg). Fraction 14 (2.00 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 2:1, 1200 mL) to produce seven fractions (fractions 14.1-14.7), in which fraction 14.5 was 15 (200.0 mg). Fraction 14.6 (320.0 mg) was separated by semipreparative HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 7:3, flow rate 3 mL/min), and then by GPC (2 × 50 cm × 2, MeOH, flow rate 3 mL/min) to produce 3 (2.9 mg) and 12 (4.0 mg).
Fraction 15 (1.90 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 1:1, 1200 mL) to produce six fractions (fractions 15.1-15.6). Fraction 15.2 (400.0 mg) was separated by GPC (2 × 50 cm × 2, MeOH, flow rate 3 mL/min), and then by HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 6:4, flow rate 3 mL/min) to produce 11 (27.3 mg). Fraction 17 (3.00 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 1:1, 1200 mL) to produce four fractions was separated by GPC (2 × 50 cm × 2, MeOH, flow rate 3 mL/min), semipreparative HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 45:55, flow rate 3 mL/min) to produce 8 (6.8 mg) and 9 (17.6 mg). Fraction 19 (1.82 g) was chromatographed on a Toyopearl HW-40C column (3.5 × 120 cm, CH 2 Cl 2 -MeOH, v/v, 1:1, 1200 mL) to produce six fractions (fractions 19.1-19.6). Fraction 19.4 (219.1 mg) was separated by semipreparative HPLC (ODS, 5 μm, 2 × 25 cm, MeOH-H 2 O, v/v, 55:45, flow rate 3 mL/min) to yield 2 (10.0 mg), 4 (26.7 mg), and 5 (24.8 mg). 
